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Description 

This inv ntion relates to novel thiazolidinedione derivatives, a method of preparing them and 
antidiabetic agents containing same, which is utilized in the field of medicines. 
s A variety of biguanide and sulfonylurea derivatives have been used clinically as antidiabetic agents. 

However, the biguanides are now scarcely used, because they tend to cause lactic acidosis, and use of 
the sulfonylureas, though they have strong hypoglycemic activities, requires sufficient precaution, because 
they cause serious hypoglycemia frequently. Therefore, a new type of antidiabetic agent free from these 
defects has been desired. 

w On the other hand, in EP— A— 0 008 203, Japanese Unexamined Patent Publication Nos. 22636/1980 
and 64586/1980, Chemical & Pharmaceutical Bulletin, 30, p. 3563 (1982), ibid, 30, p. 3580 (1982), and ibid, 
32, p. 2267 (1984), reference is made to a variety of thiazolidinediones having blood glucose and lipid 
lowering actions. Antidiabetic activity of cigiitazone was also reported in Diabetes, 32, p. 804 (1983). Those 
compounds, however, have not yet been put to practical use. As the reasons, 1) insufficient activities or/and 
'5 2) serious toxicities may be mentioned. 

The present inventors synthesized various compounds which are not concretely described in the 
above-mentioned publications of unexamined patent applications and have made studies on them to find 
compounds exhibiting potent pharmacological effects with lower toxicity. 

The present invention is to provide compounds which can be used practically as antidiabetic agents 
20 having a broad safety margin between pharmacological effect and toxicity or unfavorable side reactions. 
The present invention relates to: 
1. A compound of the formula: 



25 



30 




(I) 



or a pharmacologically acceptable salt thereof. 
35 2. an antidiabetic agent, which contains as the effective component a compound of the formula (I) or a 
pharmacologically acceptable salt thereof, and 

3. a method of preparing a compound of the formula (I) or a pharmacologically acceptable salt thereof, 
which comprises hydrolyzing a compound of the formula: 



45 




so The compounds representable by the above formula (I) include, specifically stating, the following ones. 
5-[4-[2-(3-ethyl-2-pyridyl)ethoxy]benzyi]-2,4*thiazolidinedione / 
5-[4-[2-(4^thyl-2-pYridyl)ethoxy]benzyll-2,4-thiazolidinedione ( 
5^[4-[2-(5-ethy(-2-pYridyt)ethoxy]benzyl]-2Athiazolidinedione, 
5-[4-[2-(6-ethyl-2-pyridyi)ethoxy]benzyl]-2Athiazolidinedione r 
55 The compound (I) of this Invention contains both basic nitrogen and acid nitrogen in its molecule, and 
it can be led to a pharmacologically acceptable salt when desired, by using a suitable acid or base. 

Such acid salts are exemplified by mineral salts (e.g. hydrochloride, hydrobromide, sulfate, etc.), 
organic acid salts (e.g. succinate, maleate, fumarate, malate, tartrate, etc) and sulfonates (e.g. methane- 
sulfonate, benzenesulfonate, toluenesuifonate, etc.). Such basic salts are exemplified by alkali metal salts 
60 .g. sodium salt potassium salt, alkaline arth metal salts, e.g. calcium salt, etc. All f these salts can be 
prepared by per se known means. 

Th compound (I) of this invention r a pharmac I gicatly acceptable salt ther f xhibits bio d- 
glucose and blood-llpld lowering action with I wer toxicity, which can be used as it is or in admixture with a 
perse known Pharmacol gically acceptable carrier, excipient or filler as an antidiabetic agent for mammals 
€5 including man. 
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The antidiabetic agent is usually administered orally as tablets, capsules (including soft capsules and 
microcapsules), powders, granules, etc. and depending on the case, parenterally as injections, 
suppositories, pellets, eta Oral administrati nt an adult patient is desirably 0.0&— 10 mg/kg b dy weight/ 
day, and parenterally 0.01—10 mg/kg body weight/day, once daily r divided into 2—4 times a week. 

s The compound represented by the above mentioned general formula (I) and pharmacologically 

acceptable salts thereof [hereinafter collectively referred to as "Compound (I)"] can be prepared by 
subjecting a compound represented by the general formula (II) to hydrolysis. This reaction proceeds 
advantageously in a proper solvent by employing a mineral acid. The solvent is exemplified by alcohols 
(e.g. methanol, ethanol, propanol, butanol, isobutanol, 2-methoxyethanol, etc.), dimethylsulfoxide, 

io sulfolane, dioxane, tetrahydrofuran, dimethoxyethane, etc., and the mineral acid Is exemplified by hydro- 
chloric acid, hydrobromic acid, sulfuric acid, etc. The reaction temperature ranges from 20°C to 150°C. The 
reaction time is 0.5—20 hours. 

The compound (I) or a pharmacologically acceptable salt thereof produced as mentioned above can be 
isolated and purified by conventional means such as concentration, extraction, recrystallization, chromato- 

75 graphy, etc. 

The compound represented by the above-mentioned general formula (II) can be. produced by the 
following reactions: 
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(VIII) 



so [wherein R stands for hydrogen or lower alky!]. 

The lower alkyl group represented by R is exemplified by (G,- 4 ) ones such as methyl, ethyl, propyl, 
isopropyl and butyl. 

The reaction for producing compound (V) from compound (III) and compound (IV) is conducted in the 
presence of, for example, sodium hydride. This reaction can be carried out in a solvent e.g. dimethyl- 

55 formamide and tetrahydrofuran at a temperature ranging from -10°C to 30°C. The reaction from 
compound (V) to compound (VI) can easily be conducted by conventional catalytic reduction employing, 
for example, palladium-carbon as the catalyst Compound (VI) may be isolated as the pure product or can 
be subjected to the subsequent reaction step without isolation and purification. Compound (VIII) can be 
produced by subjecting compound (VI) to diazotization in the presence of an aqueous solution of 

eo hydrobromic acid, then allowing the resultant to react with acrylic acid or its lower alkyl ester (VII) in the 
presence of a copper catalyst e.g. cuprous oxide, cupric oxide, cuprous chlorid , cupric chloride, cupr us 
bromide, cupric bromide, eta (Meerwein arylation). Compound (VIII) can be purifi d by e.g. 
chr matography, and subjected to the subsequent r action without isolatl n or purification. 

Compound (VIII) is then allowed to react with thiourea t gfv comp und (II). This reaction is carried 

55 out usually in alcohols (e.g. methan I, ethanol, propanol, butanol, isobutanol, 2-methoxy thanol, etc.). 
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dimethylsulfoxide, sulfolane, etc. The reaction temperatur is usually 20—1 80°C, preferably 60-1 50°C. The 
amount f thiourea to b empl yed is 1 — 2 moles relative to n mole f compound (VIII). 

in this r action, as the r action proce ds, hydr gen bromid is produced as a by-product, and, for 
capturing this by-product, the reaction may be conducted in the pres. nee of sodium acetate; potassium 
acetate, etc., in an amount of usually 1—1.5 mole relative to 1 mole of compound (VIII). The resultant 
compound (II) can be isolated, but may be led to the hydrolysis step directly without isolation: 

The compound (I) of the present invention has an excellent blood glucose and lipid lowering activity 
and is remarkably low in toxicity, which is supported by the following experimental data. 

Experimental Examples 

1. Blood glucose and lipid lowering activity in mice 

To male KKA y mice (8— 10 weeks old, 5 mice/group), the test compounds (at three dosage levels) were 
given as a dietary admixture in CE— 2 powdered diet (CLEA Japan) with free access to water for 4 days. 
Blood samples were taken from the orbital vein on the 5th day. 

Blood glucose and plasma triglyceride (TG) were determined by a glucose oxidase method and by 
using a commercially available assay kit, cleantech TG— S (latron, Japan), respectively. Based on dose- 
responsive curves for blood glucose and plasma TG lowering activity, the effective dose of each test 
compound in 25% decrease from the control value was calculated as the value of ED 25 (mg/kg/day). The 
results are shown in Table 1. 

2. Lipid lowering activity in rats 

Male Sprague-Dawley rats (7 weeks old, 5 rats/group) were maintained on the laboratory chow (CE— 2, 
CLEA, Japan) with free access to water. All the test compounds (at three dosage levels) suspended in 5% 
gum arabtc solution were forcedly administered to the animals orally for 4 days. Blood samples were taken 
from the tail vein on the 5th day. Plasma TG was determined using a commercially available assay kit, 
Cleantech TG— S (latron). Based on dose-responsive curves for lipid lowering activity, the effective dose of 
each test compound in 25% decrease from the control value was calculated as the value of ED 25 (mg/kg/ 
day). The results are shown in Table 1. 

3. Two-week toxicity study in rats 

Male and female Sprague-Dawley rats (5 weeks old, 5 rats/group) were maintained on the laboratory 
chow (CE — 2, CLEA Japan) with free access to water. All the test compounds suspended in 5% gum arabic 
solution were forcedly administered orally to the animals for 2 weeks once daily. The dose was 100 mg/kg/ 
day for every test compound. The animals were sacrificed in about 20 hours of fasting after termination of 
the two-week administration by withdrawing blood samples from the abdominal aorta using heparinized 
syringes under ether anesthesia. The liver and heart were removed and weighed. Hematology analysts was 
also carried out using an automatic cell counter. The data represent % increase or decrease from the 
control value (non-drug treated) as shown in Table 1. 
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In Table 1, Compound (I) is a compound under the coverage of the present invention, compounds (a) 
and (b) are known compounds concretely referred to in the Japanese unexamined Patent Publication No. 
22636/1980. 

While compounds (c), (d) and (e) are not c ncretely referred to in the above-mentioned patent 
5 publication, they are cited for comparison, since they are similar to compound (I) of this invention in their 
chemical structures. As is apparent from the experimental results given in Table 1, Compound (I) of this 
invention is superior to the compounds (a), (c), (d) and (e) and comparable to the compound (b) in 
hypoglycemic and hypolipidemic activities, while showing extremely low toxicity as compared with the 
compounds (a), (b), (d) and (e). Such an effect as above caused by the introduction of an ethyl group is quite 
io unexpected. Thus, compound (I) of the present invention exhibits excellent hypoglycemic and 
hypolipidemic activities, and little toxicity to internal organs and blood even by continuous administration 
for a long period of time. Therefor, compound (I) of value as a therapeutic agent for Type II diabetes 
accompanied by obesity or hyperlipemia in mammals including man. 

is Example 1 

a) To a solution of 2-(5-ethyl-2-pyridyl)ethanol (53.0 g) and 4-fluoronitrobenzene (47.0 g) in DMF (500 
ml) was added portionwise under ice-cooling 60% sodium hydride in oil (16.0 g). The mixture was stirred 
under ice-cooling for one hour then at room temperature for 30 minutes, poured into water and extracted 
with ether. The ether layer was washed with water and dried (MgS0 4 ). The solvent was evaporated off to 

20 give 4-[2-(5-ethyl-2-pyridyl)ethoxylnitrobenzene as crystals (62.0 g, 62.9%). Recrystallization from ether- 
hexane gave colorless prisms, m.p. 53 — 54°C. 

b) A solution of 4-[2-(5-ethyl-2-pyridyl)ethoxy]nitrobenzene (60.0 g) in methanol (500 ml) was 
hydrogenated at room temperature under one atmospheric pressure in the presence of 10% Pd-C (50% 
wet, 6.0 g). The catalyst was removed by filtration and the filtrate was concentrated under reduced 

25 pressure. The residual oil was dissolved in acetone (500 ml)-methanol (200 ml). To the solution was added 
a 47% HBr aqueous solution (152 g). The mixture was cooled, to which was added dropwise a solution of 
NaN0 2 (17.3 g) in water (30 ml) at a temperature not higher than 5°C. The whole mixture was stirred at 5°C 
for 20 minutes, then methyl acrylate (112 g) was added thereto and the temperature was raised to 38°C. 
Cuprous oxide (2.0 g) was added to the mixture in small portions with vigorous stirring. The reaction 

30 mixture was stirred until nitrogen gas evolution ceased, which was concentrated under reduced pressure. 
The concentrate was made alkaline with concentrated aqueous ammonia, and extracted with ethyl acetate. 
The ethyl acetate layer was washed with water and dried (MgSOJ. The solvent was evaporated off to leave 
methyl 2-bromo-3-{4-[2-(5-ethyl-2-pYridyl)ethoxY]phenyl}propionate as a crude oil (74.09 g, 85.7%). IR 
(neat) cm" 1 : 1735. NMR 5 (ppm in CDCI 3 : 1.21 (3H, t, J=7), 2.60 (2H, q, J=7), 3.0—3.6 (4H, m) f 3.66 (3H, s), 

35 4.30 (2H, t, J=7), 4.3 (1H, m), 6.7—7.5 (6H, m), 8.35 (1H, d, J=2). 

c) A mixture of the crude oil 2-bromo-3-{4-[2-(5-ethyl-2-pyridyl)ethoxy)phenyl}propionate (73.0 g) 
obtained in b) thiourea (14.2 g>, sodium acetate (15.3 g) and ethanol (500 ml) was stirred for 3 hours under 
reflux. The reaction mixture was concentrated under reduced pressure, and the concentrate was 
neutralized with a saturated aqueous solution of sodium hydrogencarbonate, to which were added water 

40 (200 ml) and ether (100 ml). The whole mixture was stirred for 10 minutes to yield 5-{4-[2-(5-ethyi-2- 
pyridyl)ethoxy]benzyl}-2-imino-4-thiazolidinone as crystals (0.3 g, 523.0%). Recrystallization from 
methanol gave colorless prisms, m.p. 187— 188°C (decomp.). 
Elemental analysis for G^HaiNaOjS 

Calcd: C, 64.20; H, 5.95; N, 11.82. 
45 Found: C, 64.20; H, 5.84; N, 11.73. 

d) A solution of 5-{4-[2-(5-ethyl-2-pyridyl)ethoxy]benzyl}-2-imino-4-thiazolidinone (23.5 g) in IN HCI 
(200 ml) was refluxed for 6 hours. The solvent was evaporated off under reduced pressure, and the residue 
was neutralized with a saturated aqueous solution of sodium hydrogencarbonate. The crystals (23.5 g, 

50 97.5%) which precipitated were collected by filtration and recrystallized from DMF— H a O to give 5-{4-[2-(5- 
ethyl-2-pyrfdyl)ethoxy]benzyl}-2,4-thiazolidinedione as colorless needles (20.5 g, 86.9%), m.p. 183— 184°C. 
Elemental analysis for C 19 H2oN 2 0 3 S 
Calcd: C, 64.02; H, 5.66; N,7.86. 
Found: C, 63.70; H, 5.88; N, 8.01. 

55 

e) To a suspension of 5-{4-[2-<5-ethyl-2-pYridyl)ethoxy]benzyl}-2^-thiazolldinedione (356 mg) in 
methanol (10 ml) was added 28% sodium methylate/methanol solution (0.2 g) to make a solution. This 
solution was concentrated and diluted with ethyl ether to yield crystals. 

The crystals were collected by filtration and recrystallized from methanol-ethanol to give the sodium 
60 salt of 5-{4-[2-(5-ethyl-2-pyridyl)ethoxy]benzyl}-2,4-thiazolidinedione as colorless crystals (298 mg, 78.8%), 
m.p. 262— 263°C (decomp.). 

Elemental analysis for C, 0 H 19 N 2 O 3 SNa 
Calcd: C, 60.31; H, 5.06; N,7.40. 
Found: C, 60.20; H, 5.07; N,7.52. 

65 
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Example 2 

(1) 5-{4-[2-(5- thyl-2-pyridyl)ethoxy]benzyl}-2 f 4-thiazolidinedione 

(2) Lactose 

(3) Cornstarch 

(4) Carboxymethyl cellulose calcium 

(5) Magnesium stearate 



100 g 
50 g 
15g 
44g 
19 



75 



20 



210 g 

The whole amounts of (1), (2) and (3) and 30 g of (4) were kneaded with water and dried in vacuo, 
followed by granulation. With the resultant granules were mixed 14 g of (4) and 1 g of (5) and the whole 
mixture was tableted with a tableting machine to give 1000 tablets 8 mm in diameter and each'containing 
100 mgof (1). 

Reference Example 1 
The compounds listed in Table 2 were prepared In accordance with Example 1-a). 
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TABLE 2 



R 


mp 


Recrystalization solvent 


yield 


3-CH 5 


116— 117°C 


ethyl acetate-hexane 


62.9% 


4-CH 3 


73— 74°C 


ethyl acetate-hexane 


57.3% 


5-CH3 


97— 98°C 


ethyl acetate-hexane 


72.3% 



Reference Example 2 
In accordance with Example 1-b), the following compounds were prepared. 

Methyl 2-bromo-3-{4-[2-<3-methyl-2-pyridyl)ethoxy]phenyl}propionate; IR (Neat) cm -1 : 1735. NMR 
6<ppm) in CDCI 3 : 2.34 (3H, s), 3.10 {1 H, dd, J=14 and 7), 3.25 (2H, t, J=*6), 3.38 (1 H, dd p J=»14 and 7), 3.67 (3H, 
s>, 4.29 (1H, t, J=7), 4.37 <2H, t, J=6), 6.8—7.5 (6H, m), 8.35 (1H, dd, J=5 and 2). 

2-Bromo-3-{4-[2-(4-methyl-2-pyridyl)ethoxy]phenyl}propionic acid methyl ester; IR (Neat) cm" 1 : 1735. 
NMR 5(ppm) in CDCI 3 : 2.30 (3H, s), 3.10 (1H, dd, J=14 and 7), 3.26 (3H, t, J=7), 3.37 (1H, dd, J=14 and 7), 
3.67 (3H, s), 430 (3H, t, J=7), a7— 7.36 (6H f m), 8.37 (1H, d, J=6). 

Reference Example 3 

A solution of 4-[2-(5-methyl-2-pyridyl)ethoxy]nitrobenzene (15.0 g) in methanol (150 ml) was subjected 
to catalytic reduction under 1 atmospheric pressure In the presence of 10% Pd-C (50% wet, 2.0 g). The 
catalyst was filtered off, and the filtrate was concentrated to give 4-{2-(5-methyl-2-pyridyl)ethoxy]anilIne as 
crystals (12.3 g, 92.5%). Recrystallization from ethyl acetate-hexane gave colorless prisms m.p. 74— 75°C. 
Elemental analysis for C, 4 H 16 N 2 0: 

Calcd: C, 73.66; H,7.06; N, 12.27. 
Found: C, 73.84; H, 7.17; N, 12.06. 

Reference Example 4 

To a mixture of 4-[2-(5-methyi-2-pyridyi)ethoxy]aniline (12.0 g),47% aqueous HBr solution (36.5 g) and 
m thanol (40 ml)-acetone (80 ml) was added dr pwis a solution of NaN 2 (4.0 g) in water (10 ml) at 5°C or 
below. The whole mixture was stirred at 5°C for 20 minutes, then methyl acrylate (27.0 g) was added thereto 
and the temperature was raised to 38°C. Cuprous oxide (1.0 g) was added to the mixture in small portions 
with vigorous stirring. After nitrogen gas evolution had ceased, th reaction mixture was concentrated 
und r reduced pressure. The c ncentrate was made alkaline with concentrated aqueous ammonia and 
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extracted with concentrated aqueous ammonia and extracted with ethyl acetate. Th ethyl acetate layer 
was washed with water and dried (MgSO«). The solvent was evaporated off to leave methyl 2-br m -3-{4- 
[2-(5-methyl-2-pyridyl)ethoxy]phenyl}-prop! nate as a crude oil (17.5 g, 87 ; 5%>. IR (Neat) cm : 1736 >. NMR 
o(ppm) in CDClJ 2.27 (3H, s), 3.10 (1 H, dd, J=14 and 7), 3.22 (2H, t, J=6>, 3.38 (1H, dd, J=14 and 7), 3.66 (3H, 
s), 4.29 (2H, t, J=6), 4.32 (1H, t, J=7), 6.7-7.5 (6H, m), 8.34 (1H, d, J=2). 

Reference Example 5 
The compounds listed in Table 3 were prepared In accordance with Example 1-c). 

TABLE 3 



' £^ chich,0 "O"~ ch, i — ^ 

,^f_N > ' S J 

Y 



20 



25 



R 


mp (decomp.) 


Recrystalization solvent 


yield 


3-CH 3 


230— 231°C 


chloroform-methanol 


75.5% 


4-CH3 


190— 191°C 


methanol 


48.0% 


5-CH3 


203— 204°C 


chloroform-methanol 


58.2% 



30 Reference Example 6 

The compounds listed in Table 4 were prepared in accordance with Example t-d). 



TABLE 4 



3$ 



40 




R 


mp 


Recrystalization solvent 


yield 


3-CH 3 


210— 211°C 


DMF-water 


65.7% 


4-CH3 


178-1 79°C 


chloroform-methanol 


75.3% 



so 

Reference Example 7 

A mixture of 2-imino-5-{4-[2-{5-methyl-2-pyridYl)ethoxylbenzyl}-4-thiazo!idinone (8.0 g), 2N HCI (80 
ml) and ethanol (80 ml) was refluxed for 16 hours. The reaction solution was neutralized with a saturated 
aqueous solution of sodium hydrogencarbonate to yield crystals. The crystals were collected by filtration 
sb and recrystalllzed from ethanol to give 5-{4-[2-(5-methyl-2-pyridyl)ethoxyJbenzyl}-2 f 4-thiazolidinedione as 
colorless prisms (7.0 g, 87.5%), m.p. 192— 193°C. 
Elemental analysis for C^HuNaOa: 

Calcd: C, 63.14; H, 5.30; N, 8.18. 
Found: C, 63.22; H, 5.40; N r 8.11. 

60 
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Claims for the Contracting States: BE CH DE FR GB IT U LU NL SE 

1. A compound of the formula: 



5 



10 




or pharmacologically acceptable salts thereof. 
JS 2. A compound as claimed in Claim 1, wherein the compound is 5-{4-[2-(5-ethyl-2-pyridyl)ethoxy]- 
benzyl}-2,4-thiazolidinedione. 

3. A compound as claimed In Claim 1, wherein the compound is a sodium salt of 5-{4-[2-(5-methyl-2- 
pyridyl)ethoxy]benzyl}-2,4-thiazolidinedione. 

4. An antidiabetic agent which contains as the effective component a compound of the formula: 



25 



CH^Hr-O-^V-CH,-! ^ 

Y 



0 

or a pharmacologically acceptable salt thereof. 

5. A method of preparing a compound of the formula: 



35 

C*H 9 — H |l . O 



V 



NH 

40 



45 



0 

or a pharmacologically acceptable salt thereof, which comprises hydrolyzing a compound of the formula: 



•~Cil j=\ j> 

\CH,CH a -Q^ //"~ CH »1 \ 



so . . 

Y 

6. The use of a compound of the formula: NH 

55 

c.h,-4- II _ o 



CHjCHa-O— (\ />-CH a -T \ 

60 V-Lf I NH 

V 



o 

5 5 for th product] n of a th rapeutic agent for diabetes and therapeutic ag nt for hyperlipemia. 
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Claims f r the Contracting State: AT 
1. A comp und of the formula: 



— ' s NH 



V 



is or pharmacologically acceptable salts thereof. 

2. A method of preparing a compound of the formula: 



or 

30 



0 

a pharmacologically acceptable salt thereof, which comprises hydrolyzing a compound of the formula: 



3S i NH 



HjCHj-O-^H-CHa-r ^ 

V 



NH 

40 

3. A method of preparing a compound as claimed in Claim 2, wherein the compound Is 5-{4-[2-(5-ethyl- 
2-pyridyl)ethoxy]benzyl}-2 r 4-thiazolidinedione. 

4. A method of preparing a compound as claimed in Claim 2, wherein the compound is a sodium salt of 
5-{4-l2-{5-ethyl-2-pyridyl)ethoxy]ben2yl}-2Athia20lidlnedione. 

45 5. An antidiabetic agent, which contains as the effective component a compound of the formula: 

C a H tt —P' j] 0 

50 N ^CH^CH^-AA-CHa-t ^ 

55 0 

or a pharmacologically acceptable salt thereof. 
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6. Th use of a compound of the f rmula: 




for the production of a therapeutic agent for diabetes and therapeutic agent for hyperlipemia. 

Patentanspruche fur die Vertragsstaaten: BE CH 0E FR GB IT U LU NL SE 

1. Verbindung der Formel 

C a H a — J] o 
NA CHj CH < -0-y-CH l - r < H 

V 

0 

oder deren pharmakologisch annehmbare Salze. 

2. Verbindung nach Anspruch 1, worm die Verbindung 5-{4-[2-(5-Ethyl-2-pyridyl)ethoxy]benzyi}-2A 
thiazolidindion ist 

3. Verbindung nach Anspruch 1, worin die Verbindung ein Natrium-Salz von 5-{4-[2-(5-Ethyl-2-pyridyl>- 
ethoxy]benzyl}-2,4-thiazolfdindion ist. 

4. Antidfabettsches Mittel, enthaltend als wtrksame Komponente eine Verbindung der Formel 




oder ein pharmakologisch annehmbares Saiz derselben. 
5. Verfahren zur Herstellung einer Verbindung der Formel 




oder ines pharmakol gisch ann hmbaren Salzes derselben, umfassend das Hydrolysieren einer 
V rbindung der Form I 
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6. Verwendung einer Verbindung der Formal 

C " H ^^C W H^O-^-CH, T -< 0 h 

V 

0 

zur Herstellung eines therapeutischen Mittels fur Diabetes und eines therapeutischen Mittels fur 
Hyperlipamie. 

Patentanspruche far den Vertragsstaat: AT 
1; Verbindung der Formel 




oder deren pharmakologisch annehmbare Salze. 

2. Verfahren zur Herstellung einer Verbindung der Formel 




oder eines pharmakologisch annehmbaren Salzes derselben, umfassend das Hydrolysieren einer 
Verbindung der Formel 




3. Verfahren zur Herstellung einer Verbindung nach Anspruch 2, worin die Verbindung 5-{4-[2-<5-Ethyl 



13 



EP 0 193 256 B1 



2-pyridyl)ethoxy]benzyl}-2,4-thiazolidindi n ist. 

4. Verfahren zur Herstellung einer Verbindung nach Anspruch 2, worin die Verbindung ein Natrium- 
Salz von 5-{4-[2-<5-Ethyl-2-pyridyl)eth xy] benzyl} -2,4-th iazo I idindion ist. 

5. Antidiabetisches Mittel, enthaltend als wirksame K mponente eine Verbindung der Formel 




Oder ein pharmakologisch annehmbares Salz derseiben. 
6. Verwendung einer Verbindung der Formel 




zur Herstellung eines therapeutischen Mittels fur Diabetes und eines therapeutischen Mtttels fur 
Hyperlipamie. 

Revendications pour les Etats contractants: BE CH OE FR GB IT U LU NL SE 

1. Compose* de formula: 




ou sels pharmacologiquement acceptables de celui-ci. 

2. Compose selon la revendication 1, qui est la 5-{4-[2-<5-6thyl-2-pyridyl)6thoxy]benzyl}-2 # 4-thia- 
zoltdinedione. 

3. Compose selon la revendication 1, qui est le sel de sodium de la 5-{4-(2-(5-&hyi-2-pyridyl)&hoxy]- 
benzyl}-2,4-thiazolidinedione. 

4. Agent antidiab&ique, qui contient com me principe actif un compose de formula: 




O 

ou un sel pharmacologiquem nt acceptable de celui-ci. 
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5. Pr c£d6 d preparation d'un compost de form u I : 



5 



W 




ou d'un sel pharmacologiquement acceptable de celul-ci, qui comprend I'hydrolyse d'un compose de 
formule: 

75 



20 




6. Utilisation d'un compost de formule: 



30 



35 




pour la preparation d'un agent thdrapeutique du diabete et d'un agent th6rapeutique de I'hyperiip6mie. 
40 Revendications pour I'Etat contractant; AT 
1. Compost de formule: 



45 



50 




ou sels pharmacologiquement acceptables de celui-ci. 
55 2. Proc6d6 de preparation d'un compost de formule: 



60 
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ou d'un sel pharmacologiqu m nt acceptabl de celui-ci, qui comprend I'hydrolyse d'un c mp s' 
formula: 




3. Procede de preparation d'un compost selon la revendication 2, dans lequel le compose est la 5-{4- 
[2-{5-ethyl-2-pyridyl)6thoxy]benzyl}-2,4-thiazoiidinedione. 

4. Proc6d6 de preparation d'un compose selon la revendication 2, dans iequel le compose est le sel de 
sodium de la 5-{4-[2-(5-6thyl-2-pyridyl)-6thoxy]benzyl}-2,4-thia2oiidinedione. 

5. Agent antidiab&ique, qui contient comme principe actif un composd de formule: 




ou un sel pharmacologiquement acceptable de celui-ci. 
6. Utilisation d'un compost de formule: 

^'"tXcH.CH^-Q-CH^^ 

V 

o 

pour la preparation d'un agent the>apeutique du diabete et d'un agent therapeutique de I'hyperiipemie. 
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